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DETAILED ACTION 

Status of the claims 

1 . Claims 1-10 are pending and are examined. 

Claim Rejections - 35 USC § 112 

2. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact tenns as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canying out his invention. 

3. Claims 1-7 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for renal repairing/regenerating agent for ischemic 
Injury, does not reasonably provide enablement for treating a renal disease, renal failure 
or nephropathy. The specification does not enable any person skilled in the art to which 
it pertains, or with which It Is most nearly connected, to use the Invention commensurate 
in scope with these claims. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is "undue" 
include, but are not limited to: 

1) nature of the invention, 2) state of the prior art, 3) relative skill of those in the art, 4) 
level of predictability in the art, 5) existence of working examples, 6) breadth of claims, 
7) amount of direction or guidance by the Inventor, and 8) quantity of experimentation 
needed to make or use the invention. In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 
1404 (Fed. CIr. 1988). 
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The claims are drawn to a therapeutic agent for a renal disease containing a 
colony-stimulating factor (CSF) as an active ingredient, wherein the colony-stimulating 
factor is granulocyte colony- stimulating factor (G-CSF). The renal disease is chronic or 
acute renal failure or nephropathy. The nephropathy is either a diabetic or 
atherosclerotic nisphropathy. The prior art at the time that the invention was made was 
aware of the use of granulocyte colony stimulating factor for stimulation of impaired 
neutrophils function In patients with chronic renal failure (Saeki et al. - Jpn. J. Nephrol. 
38, 585-594, 1996-cited by Applicant) or in patients with end stage renal failure 
(Shishldo et al., - NIchijinshi, 33, 973-981, 1991 -cited by Applicant). However, none of 
the treatments were intended to treat renal failure or nephropathies per se. The studies 
were geared to remedy the some of the consequences of the disease. Moreover, a 
study performed by Togel et al. (J Am. Soc. Nephrol. 15, 1261-1267, 2004, -cited by 
Applicant) to detect If the mobilization of stem cells from the bone marrow by G^CSF 
would improve renal function in mice with acute renal function surprisingly found that the 
effect was actually damaging to the renal tissue. The severity of the renal failure and 
mortality was increased. Togel et al. conclude by strongly arguing against the clinical 
use of the G-CSF for the prevention or treatment of renal failure. The working example 
presented in the instant Application presents evidence of improving the tubular damage 
and thyroidization in a mouse model of ligatlon/reperfusion renal artery model only. Due 
to the incertitude present In the art at the time that the invention was made, the lack of 
guidance and working examples with regard to treating renal disease or renal failure 
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and not the consequences of renal disease, the amount of experimentation needed to 
use the invention commensurate with the breadth of the claims is considered undue. 

Claim Rejections ' 35 use § 102 
4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the Invention was patented or described In a printed publication In this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-9 are rejected under 35 U.S.C. 102(b) as being anticipated by Hanes et 
al. (U. S. Pat. 5,855,913). Hanes et al. teach a therapeutic agent for local delivery within 
the lung, such as agents for the treatment of asthma, emphysema, or cystic fibrosis, or 
for systemic treatment which Include, granulocyte colony-stimulating factor (col. 10, 
lines 37-49). All the biological properties that are intrinsic to the G-CSF structure are 
present irrespective of the intended use. Therefore the therapeutic agent of the instant 
application was anticipated by Hanes et al. 

Claims 1-10 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Shishido et al. (Nichljinshi, 33, 973-981 , 1 991 -cited by Applicant). 

A therapeutic agent's properties are inherent to its function and the activity of the 
agent does not stop because the use was not an intended use. Correspondingly, 
Shishido et al treated end-stage renal failure patients with human recombinant G-CSF 
and found it an effective and safe therapeutic agent for neutropenia and neutrophils 
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dysfunction inpatients with renal failure (Abstract). Therefore, all the consequences of 
the G-CSF treatment were necessarily achieved and thus the claims are anticipated by 
Shishido et al. 

5. Claim 1-10 are rejected under 35 U.S.C. 102(b) as being anticipated by Pierce 
et al (U.S. Pat. 6,689, 351). Pierce et al. teach a therapeutic agent administered by the 
parenteral route containing recombinant proteins like G-CSF. Such parenteral 
administration of the polypeptides enables the stimulation and proliferation of cell types 
involved in wound healing and may thus constitute appropriate treatment in such 
situations (col.6, lines 17-26). The type of cells present at a wound site would 
necessarily include types of celjs that are present in the renal tissue (i.e., epithelial cells, 
fibroblasts, endothelial cells and blood cells). Therefore the claims are anticipated by 
Pierce et al. 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under 
section 122(b), by another filed in the United States before the invention by the 
applicant for patent or (2) a patent granted on an application for patent by 
another filed in the United States before the invention by the applicant for patent, 
except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application 
filed in the United States only if the international application designated the 
United States and was published under Article 21(2) of such treaty in the English 
language. 

7. Claims 1, 2, 8, 9 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Fukuda et al. (US 20040019184) 
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The applied reference has a common assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1 .132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131. 

Fukuda et al. teaches a G-CSF therapeutic agent applicable as a remedy for 
ischemic renal disease ([0017]) and thus anticipates the claims 1, 2, 8, 9. 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which fomns the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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10. Claims 1'3, 5-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bruder et al. (U. S. Pat. 6,355,239, 03/12/2002) In view of Bonnem et al. (U.S. Pat. 5. 
679, 356, 10/21/1997) and in further view of NIcholls AJ (Diabetic Medicine, 19. 889- 
894,2002). 

The factual Inquiries set forth In Graham w. John Deere Co., 383 U.S. 1, 148 
USPQ459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at Issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the . application indicating 
obviousness or nonobviousness. 

The claims are drawn to a renal tissue repairing/regenerating agent containing a 
colony-stimulating factor (CSF) as an active ingredient or to a method for proliferating or 
regenerating renal tissue or a cell present in renal tissue by contacting G-CSF with the 
renal tissue Or the cell present In renal tissue. 

Bruder et al. teach the use of engineered allogeneic human mesenchymal stem 
cells (I.e., human mesenchymal stem cells transduced with genetic material of Interest) 
In treating anemia, which is commonly present in chronic disease and often associated 
with chronic renal failure (e.g.. In hemodialysis patients). In this case, human 
mesenchymal stem cells having incorporated in them a gene encoding erythropoietin 
would correct the anemia by stimulating the bone marrow to Increase erythropolesis (I.e. 
production of red blood cells). Other encoded cytokines can be G -CSF or GM -CSF 
(col. 10, lines 12-23). Allogeneic human mesenchymal stem or progenitor cells find use 



Application/Control Number: 10/575,263 Page 8 

Art Unit: 1647 

in: (1) regenerating mesenchymal tissues which have been damaged through acute 
injury, abnormal genetic expression or acquired disease; (2) treating a host with 
damaged mesenchymal tissue by treatment of damaged tissue with allogeneic 
mesenchymal stem cells combined with a biocompatible carrier suitable for delivering 
mesenchymal stem cells to the damaged tissues site(s); (3) producing various 
mesenchymal tissues (col3 line 40-59). Bruder et al do not specifically teach the use of 
the protein per se. Bonnem et al. teach co-administration of GM -CSF and hepatitis 
vaccine would be capable of restoring immunologic responsiveness to patients with 
renal failure who had been previously unresponsive to hepatitis vaccination with good 
results (example 1). Nichols et al. presents the impact of atherosclerotic renovascular 
disease on diabetic renal failure (p. 889, right col., last paragraph to p. 892). 

It would have been obvious for a person of ordinary skill in the art at the time that 
the invention was made to have used the successful results of Bonnem et al. to device 
a treatment procedure guided by the teachings of Bruder et al., with a reasonable 
expectation of success. The motivation to do so would have been offered by the close 
interdependence between the renovascular disease and renal failure as evidenced by 
Nicholls et al. 



1 0. No claims are allowed. 



Conclusion 
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Any inquiry concerning this communication or earlier communications from tlie 
examiner should be directed to Elly-Gerald Stoica whose telephone number is (571) 
272-9941. The examiner can nomially be reached on 8:30-17:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary B. Nickol can be reached on (571) 272-0835. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Infonnation regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more infonnation about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




